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Response to Amendment 

The finality of the rejection of the last Office action is withdrawn because an issue 
regarding enablement for claim 9 (and dependent claims) regarding the use of terms, 
"human" and "carcinoma" has not been previously raised in the prosecution history. 

The text of those sections of 35 U.S.C. not included in this action can be found in 
a prior office action mailed 7 May 2002. 

Claim Rejections Withdrawn - 35 USC § 103 

The rejection of claims 9-17 under 35 U.S.C. 103(a) is withdrawn in response to 
Applicant's amendment to claim 9, now including steps e) and f) of claim 18. 

Claim Rejections - 35 USC §112 

Claims 9-17 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for an assay for determining the concentration of 
epidermal growth factor receptor in a biological sample from a female patient the 
assay comprising the steps recited in claim 18, whereby correlating a decrease in the 
concentration of soluble epidermal growth factor receptor in the patient biological 
sample with the presence of an ovarian carcinoma in the patient, does not reasonably 
provide enablement for an assay for determining the concentration of epidermal growth 
factor receptor in a biological sample from a human patient, the assay comprising the 
steps recited in claim 18, whereby correlating a decrease in the concentration of soluble 
epidermal growth factor receptor in the patient biological sample with the presence of a 
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carcinoma in the patient. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to use the invention 
commensurate in scope with these claims. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue." (See 
In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 Fed. Cir. 1988) These factors 
include, but are not limited to: (a) the breadth of the claims; (b) the nature of the 
invention; (c) the state of the prior art; (d) the level of one of ordinary skill; (e) the level 
of predictability in the art; (f) the amount of direction provided by the inventor; (g) the 
existence of working examples; and (h) the quantity of experimentation needed to make 
or use the invention based on the content of the disclosure. 

The claims are broad; they encompass detecting any type of carcinoma in male 

as well as female patients. Sobol et al. (J Natl Cancer Inst. 1987; 79: 403-407) teach 

that MAb 528 reacted with large cell lung carcinomas, epidermoid and a subset of lung 

adenocarcinomas, as well as normal bronchial epithelium, but did not detect any small 

cell lung cancers (see abstract), thus the antibody recited in the claim does not stain in 

all carcinomas. Furthermore, in Applicants' response filed 9 September 2002 to the 

original rejection of claims 9-17 (now withdrawn) under 103(a) mailed 7 May 2002, 

Applicants' argue at p. 12, last paragraph: 

Partanen et al., Witters et al., and Harvey (753 teach the detection of 
soluble EGFR forms in serum, urine, blood and plasma of cancer patients 
and teach that increased sEGFR concentrations are associated with 
disease, and in particular, cancer. In contrast, Applicants' invention 
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teaches that decreased sEGFR concentrations are associated with 
cancer. Because EGFR is overexpressed in many human cancers and 
proteolytic cleavage has been believed to release soluble EGFR 
molecules from the plasma membrane of such tumors, the teachings of 
the present invention that serum sEGFR concentrations are lower in 
cancer patients is not obvious. 

Thus Applicants' arguments imply that the findings are not obvious over the prior art, in 

which most cancers are associated with increased levels of sEGFR and that the finding 

of decreased sEGFR concentrations (which claim 9 now incorporates into its method 

steps) is not expected. 

In the absence of prior art teaching, the specification must provide evidence that 
the methods could be used as broadly claimed. The specification gives examples of 
mearsuring sEGFR in normal (healthy) males and females (Example VI) and ovarian 
cancer patients (Examples VII and VIII), but does not suggest that the claimed methods 
could be used for the detection of any type of carcinoma. Furthermore, by way of 
illustration, Ulbright (Mod Pathol. 2005; 18 Suppl 2: S61-79) teach of the differences in 
gonadal tumors between the ovary and the testes (see whole document), thus the state 
of the art suggests that gonadal tumors differ in important ways. Though Ulbright does 
not suggest that diagnosis is generally a problem (see for example, S72 under 
Embyronal carcinoma), nor does he suggest a one size fits all approach. 

Due to the large quantity of experimentation necessary to determine what types 
of carcinomas the claimed assays could detect, the lack of direction/guidance presented 
in the specification and the absence of working examples directed to the same, the 
complex nature of the invention (cancer detection), the contradictory state of the prior 
art (see Sobol and Ulbright), and the breadth of the claims which fail to recite limitations 
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on the types of carcinomas that can be detected with the claimed methods, undue 
experimentation would be required of the skilled artisan to make and/or use the claimed 
invention in its full scope. 



Allowable Subject Matter 

Claims 18-23 contain allowable subject matter. 



Conclusion 

Claims 9-17 are rejected. Claims 18-23 are allowable. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christina Borgeest whose telephone number is 571-272- 
4482. The examiner can normally be reached on 8:00-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571-272-0867. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Christina Borgeest, Ph.D. 
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